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In addition to its essential roles as part of the cytoskeleton, actin has also been linked to many 
processes in the nucleus. Recent data has demonstrated the presence of both monomeric and 
polymeric actin in the nucleus, and implied distinct functional roles for these actin pools. 
Monomeric actin seems to be involved in regulation of gene expression through transcription 
factors, chromatin regulating complexes and RNA polymerases. In addition to cytoplasmic actin 
regulators, nuclear proteins, such as emerin, can regulate actin polymerization properties 
specifically in this compartment. Besides of structural roles, nuclear actin filaments may be 
required for organizing the nuclear contents and for the maintenance of genomic integrity.  
 
Introduction 
Actin is a globular protein that has the unique feature to polymerize into filaments. Controlled 
polymerization of actin filaments (F-actin) from actin monomers (G-actin), regulated by numerous 
actin-binding proteins (ABPs), creates the foundation for the cytoskeleton and is essential for 
many cellular processes such as cell adhesion, cell motility and intracellular trafficking. However, 
the functions of actin are not limited to the cytoplasm, since actin is present also in the cell 
nucleus. Although the amount of actin in the nucleus is lower than in the cytoplasm, the level of 
nuclear actin is constantly maintained by active nucleocytoplasmic transport. Actin is imported 
into the nucleus in complex with cofilin by Importin-9 [1], and is exported with profilin by Exportin-
6 [2]. This active transport mechanism suggests the need to carefully balance the cellular actin 
distribution (Figure 1).  Also many ABPs can be translocated to the nucleus where they could 
regulate nuclear actin polymerization [3]. For a long time it was unclear whether nuclear actin 
could actually polymerize, but recent studies have shed light into this issue [4]. Development of 
actin probes that recognize different forms of actin has revealed localization of monomeric actin 
to nuclear speckles and filamentous actin as submicron length structures excluded from 
chromatin-rich regions [5]. In addition, certain signals, such as serum-stimulation, cell adhesion 
and DNA damage can induce polymerization of nuclear actin to canonical, phalloidin-stainable 
filaments [6,7*,8**]. It has therefore become clear that like in in the cytoplasm, nuclear actin 
exists in both monomeric and polymeric forms. Here we review the recent progress in elucidating 
the functional significance of these different nuclear actin pools. 
Monomeric actin in MKL1 regulation 
Actin has been linked to many processes that control gene expression. Mechanistically, the best 
described example relates to the regulation of the essential transcription factor serum response 
factor (SRF) by actin. This takes place via megakaryoplastic leukemia protein 1 (MKL1, also called 
MAL or MRTF-A), which is a coactivator of SRF and regulated by actin monomers through several 
mechanisms. G-actin binding to MKL1 inhibits its nuclear import by masking the nuclear 
localization signal (NLS) in MKL1 [9] [10]. Nuclear export of MKL1 is actin-dependent, and actin-
binding also prevents MKL1 from activating SRF in the nucleus. Consequently reducing G-actin 
retains MKL1 in the nucleus and activates SRF [10]. In line with this, expression of NLS-tagged actin 
inhibits expression of many adhesive and cytoskeletal SRF target genes, leading to decreased cell 
motility [11]. Stimulating cells with serum leads  to formin mDia-dependent nuclear actin 
polymerization, followed by retention of MKL1 in the nucleus [6]. Another mechanism to regulate 
MKL1 via nuclear actin involves Mical-2, an atypical actin-regulatory protein with monooxygenase 
activity. Mical-2 localizes to the nucleus, binds to actin filaments and triggers their 
depolymerization through a redox modification of a conserved methionine residue in actin. Mical-
2 activity leads to decreased nuclear G-actin, resulting in nuclear retention and activation of MKL1, 
adding another layer to SRF control [12**]. However, the mechanism by which Mical-2 activity 
reduces nuclear G-actin must still be resolved. Additionally, MKL1 nuclear translocation is reduced 
in cells deficient for nuclear envelope proteins lamin A/C or emerin. This is due to increased 
mobility, and thus reduced polymerization, of both nuclear and cytoplasmic actin. Expression of 
emerin, but not of an emerin mutant incapable of binding actin, can rescue the phenotype [13]. 
Emerin, together with lamin A/C, linker of nucleoskeleton and cytoskeleton (LINC) complex at the 
nuclear envelope as well as formins mDia1/2 are also required for cell spreading-induced nuclear 
actin polymerization, which activates the MKL1/SRF pathway [7*]. Interestingly, also nuclear pore 
protein Nup98 and Drosophila Lamin have been linked to nuclear actin polymerization [14], but 
the mechanisms are still unclear. Phosphorylation adds yet another layer to MKL1 control.  Actin-
binding inhibits MKL1 phosphorylation, which is required for transcriptional activation and also 
regulates MKL1 localization.  N-terminal phosphorylation promotes nuclear export, while 
phosphorylation in the RPEL domain, which is the actin-binding regulatory domain of MKL1, 
inhibits actin-binding and thus promotes nuclear import of MKL1 [15*]. In conclusion, actin 
dynamics controls MKL1-SRF transcriptional activity, with actin monomers eliciting the negative 
regulatory effect (Figure 2). 
 
 
Monomeric actin in chromatin remodeling and transcription regulation 
Monomeric actin is known to tightly associate with several chromatin remodeling complexes, 
including SWI/SNF, SWR1 and INO80. These remodelers share a Helicase-SANT-associated (HSA) 
domain, which acts as the binding site for actin, usually together with actin related proteins (Arps)  
[16]. Structural studies of the INO80 complex revealed features of Arp4 that differ from actin, 
making it incapable of polymerizing. In fact, Arp4 can depolymerize actin with the help of Arp8, 
likely explaining why actin stays monomeric in this complex [17]. Additionally, the barbed end of 
actin is not accessible in the INO80 complex, further preventing actin polymerization. Moreover, 
chromatin remodeling activity and chromatin binding of INO80 was reduced when the pointed end 
of actin was mutated, suggesting that the accessible pointed end of actin is involved in chromatin 
binding [18]. Recent structural studies of actin bound to Arp4 and the HSA domain showed that 
actin is twisted in this complex and the pointed end is reshaped in a way that further prevents 
both polymerization and ATP-binding [19*]. Additionally, the architecture of the whole INO80 
complex revealed that actin and Arps are located in the flexible foot module and chromatin is 
positioned in the cradle between the foot and the head module. Folding of the foot module could 
bring the DNA-binding subunits of the complex close to nucleosomes and promote remodeling 
[20] (Figure 2). In summary, it is evident that actin is kept monomeric at least in the INO80 
chromatin remodeling complex, and that actin is required for chromatin-binding through the 
pointed end. Whether the twisted actin conformation favors the binding and whether the same 
principles apply also to other actin-containing remodeling complexes remains to be studied. In 
addition, actin has also been linked to chromatin modifying complexes. Monomeric actin 
associates with, and inhibits the activity of histone deacetylases 1 and 2 [21]. 
 
Actin has also been implicated in RNA polymerase function, and suggested to be involved in 
transcription elongation by polymerase (Pol) I [22], initiation [23] and elongation [24] by Pol II, and 
to associate with Pol III [25]. In addition to the polymerases themselves,  monomeric actin was 
reported to associate with P-TEFb, a transcription elongation factor that releases Pol II from 
pausing [26] (Figure 2). This finding seems particularly interesting when taking into account that 
many recent studies suggest pause-release to be a key step in transcription regulation. Even 
though the mechanisms of actin in transcription remains unknown, several studies have shown 
that adequate nuclear actin levels are required for maximal transcription. Depleting the nuclear 
import receptor for actin, Importin-9, decreases nuclear actin levels and hinders transcription [1]. 
In mammary epithelial cells, growth factor withdrawal or laminin 111 addition induces depletion 
of nuclear actin, destabilizing Pol II and III binding to transcription sites. This leads to decreased 
transcription and eventually quiescence [27]. A more recent study from the Wickström lab linked 
nuclear actin levels to mechanical regulation of epidermal stem cell lineage commitment.  
Mechanical strain induces translocation of emerin from the inner to the outer nuclear membrane, 
resulting in recruitment of non-muscle myosin IIA and local actin polymerization. This reduces 
nuclear import-competent actin monomers, and thus reduces nuclear actin levels, leading to 
decreased transcription as well as large scale chromatin rearrangements [28**]. It therefore 
appears that emerin can regulate both nuclear actin polymerization (see above) and its levels, and 
that it can act on both sides of the nuclear envelope (Figure 1).  
Due to the lack of biochemical data, the functional form of actin during transcription is still 
debatable. Especially the involvement of nuclear myosin I [29], and several other regulators of 
actin polymerization, such as cofilin [30], the actin nucleating Arp2/3 complex [31], as well as its 
activator N-WASP [32] in transcription has evoked models of coordinated actin filament formation 
during the transcription cycle [33]. However, a recent study showed that persistent nuclear actin 
filaments inhibit transcription through depletion of the dynamic actin pool, and that sequestering 
actin monomers inhibits transcription in vitro [34*]. This suggests a role for actin monomers in 
transcription by Pol II, but the molecular mechanism still remains inconclusive. Nevertheless, it is 
interesting that in the context of MKL1-SRF target genes, actin monomers have a negative effect 
on transcription, whereas the overall impact of actin on other transcription-related processes 
appears positive. How these opposing activities are resolved on genes is an interesting open 
research question. 
  
Organizing the nucleus with nuclear actin filaments 
Recent studies have shown that nuclear actin can indeed polymerize [5,6,7*], but the mechanistic 
implications of these polymers, apart from their indirect role in activating MKL1-SRF 
transcriptional activity (see above), still require further studies. Nevertheless, a common theme so 
far seems to be the organization and maintenance of nuclear integrity. Xenopus oocytes lack 
Exportin-6, and therefore contain huge amounts of nuclear actin, which forms a stable F-actin 
network [35]. Due to their large size, the oocyte nucleus is under significant gravitational forces. 
The nuclear F-actin scaffold prevents the oocyte nucleus from collapsing and resists the 
gravitational sedimentation of ribonucleoprotein droplets such as nucleoli [36]. Actin is 
responsible for organizing and rearranging the contents of the cytoplasm. This function may 
extend to the nucleus as well, because actin has been linked to repositioning of nuclear organelles 
and chromosomes. For example, chromosome relocation as well as movement of gene loci to 
active transcription sites  is actin polymerization and myosin-dependent [37-39]. A direct link 
between active movement of a gene locus and its transcriptional activity was provided by the 
Belmont-lab. They showed directed motion of the HSP70 transgene towards nuclear speckles 
during heat shock. Inhibiting actin polymerization prevented the movement and gene activation 
[40**]. Another study found that actin polymerization induces movement of latent HIV-1 away 
from transcription repressing PML nuclear bodies for activation of viral transcription [41]. Nuclear 
F-actin thus clearly has a role in chromatin repositioning, and may be used to bring genomic 
regions to transcription permissive locations (Figure 3), but neither the regulators nor the 
mechanism by which actin attaches to genes are known. 
 
In addition to organizing nuclear contents, actin may also play a role in maintaining genomic 
integrity (Figure 3). Formin-2, an actin nucleator, accumulates to the nucleus and mediates, 
together with another type of actin nucleators, Spire-1/Spire-2, nuclear actin polymerization in 
response to DNA damage. Inhibition of this pathway leads to increased DNA double strand breaks, 
demonstrating that nuclear actin polymerization is required for proper DNA damage repair [8**]. 
Actin may be involved in chromatin maintenance also by regulating the centromere protein A 
(CENP-A) incorporation into centromeres. Formin mDia2 operates downstream of the Rac GTPase 
activating protein (MgRacGAP) to regulate centromere association of holiday junction recognition 
protein (HJURP), which is required for CENP-A loading [42*]. Direct evidence for nuclear actin in 
this process must still be clarified. 
 Conclusion 
Recent advances in imaging techniques and development of probes to detect and resolve different 
forms of nuclear actin have given us insights into forms and functions of nuclear actin. It is more 
evident than ever that actin in the nucleus is just as versatile as it is in the cytoplasm. It is also 
clear that cytoplasmic and nuclear actin pools are in close crosstalk through constant 
nucleocytoplasmic exchange of actin and ABPs. Another level of communication comes from 
mechanical interactions, where emerin and the nuclear lamina play important roles. While new 
functions for nuclear actin arise, we still lack the knowledge about the molecular mechanisms 
involved. For instance, actin has been connected to the RNA polymerase already 30 years ago, but 
we still do not understand how actin operates during transcription. The presence of polymerized 
nuclear actin, and its links to important nuclear organizing and maintenance processes, also raises 
new questions regarding the mechanisms by which actin operates in the nucleus. Do the polymers 
operate similarly as in the cytoplasm to provide force for movement, or do they only contribute to 
the viscoelastic nature of the nucleoplasm? One likely answer is that actin polymers come in 
different flavors, with distinct functional properties. Further development of imaging methods, 
utilizing for example super-resolution or electron microscopy, together with biochemical 
understanding of what these actin polymers interact with in the nucleus, will help us understand 




JAV is funded by the Integrative Life Science doctoral program of University of Helsinki. The work 
in the lab of MKV is funded by the ERC, Academy of Finland, Sigrid Juselius foundation, Finnish 




1. Dopie J, Skarp K-P, Rajakylä EK, Tanhuanpää K, Vartiainen MK: Active maintenance of 
nuclear actin by importin 9 supports transcription. Proc Natl Acad Sci U.S.A. 2012, 
109:E544–52. 
2. Stüven T, Hartmann E, Görlich D: Exportin 6: a novel nuclear export receptor that is specific 
for profilin·actin complexes. EMBO J 2003, 22:5928–5940. 
3. Rajakylä EK, Vartiainen MK: Rho, nuclear actin, and actin-binding proteins in the regulation 
of transcription and gene expression. Small GTPases 2014, 5:e27539. 
4. Grosse R, Vartiainen MK: To be or not to be assembled: progressing into nuclear actin 
filaments. Nature Rev Mol Cell Biol 2013, 14:693–697. 
5. Belin BJ, Cimini BA, Blackburn EH, Mullins RD: Visualization of actin filaments and 
monomers in somatic cell nuclei. Mol Biol Cell 2013, 24:982–994. 
6. Baarlink C, Wang H, Grosse R: Nuclear Actin Network Assembly by Formins Regulates the 
SRF Coactivator MAL. Science 2013, 340:864–867. 
7.* Plessner M, Melak M, Chinchilla P, Baarlink C, Grosse R: Nuclear F-actin formation and 
reorganization upon cell spreading. J Biol Chem 2015, 290:jbc.M114.627166–11216. 
 By utilizing a novel tool, nuclear actin chromobody, to visualize nuclear actin this 
study reveals for the first time cell spreading-induced nuclear actin polymerization. 
The study also characterizes the molecular requirements for the polymerization and 
links the process to MKL1-SRF activation. 
8.** Belin BJ, Lee T, Mullins RD: DNA damage induces nuclear actin filament assembly by 
formin-2 and Spire-1/2 that promotes efficient DNA repair. Elife 2015, 4:e07735. 
 This study suggests a completely novel function for nuclear actin in the context of 
DNA damage repair. It also highlights the requirement for nuclear actin filaments in 
this context and demonstrates novel nuclear roles for specific actin nucleators. 
9. Mouilleron S, Langer CA, Guettler S, McDonald NQ, Treisman R: Structure of a Pentavalent 
G-Actin*MRTF-A Complex Reveals How G-Actin Controls Nucleocytoplasmic Shuttling of a 
Transcriptional Coactivator. Sci Signal 2011, 4:ra40–ra40. 
10. Vartiainen MK, Guettler S, Larijani B, Treisman R: Nuclear actin regulates dynamic 
subcellular localization and activity of the SRF cofactor MAL. Science 2007, 316:1749–
1752. 
11. Sharili AS, Kenny FN, Vartiainen MK, Connelly JT: Nuclear actin modulates cell motility via 
transcriptional regulation of adhesive and cytoskeletal genes. Sci Rep 2016, 6. 
12.** Lundquist MR, Storaska AJ, Liu T-C, Larsen SD, Evans T, Neubig RR, Jaffrey SR: Redox 
modification of nuclear actin by MICAL-2 regulates SRF signaling. Cell 2014, 156:563–576. 
 This paper demonstrates a novel mechanism to regulate actin via an atypical actin-
regulatory protein MICAL-2 in the nucleus. This pathway impinges on SRF activity and 
MICAL-2 is further demonstrated to be a target of a small molecule inhibitor of 
clinical relevance. 
13. Ho CY, Jaalouk DE, Vartiainen MK, Lammerding J: Lamin A/C and emerin regulate MKL1-SRF 
activity by modulating actin dynamics. Nature 2013, 497:507–511.  
 
14. Dopie J, Rajakylä EK, Joensuu MS, Huet G, Ferrantelli E, Xie T, Jäälinoja H, Jokitalo E, 
Vartiainen MK: Genome-wide RNAi screen for nuclear actin reveals a network of cofilin 
regulators. J Cell Sci 2015, 128:2388–2400. 
15.* Panayiotou R, Miralles F, Pawlowski R, Diring J, Flynn HR, Skehel M, Treisman R: 
Phosphorylation acts positively and negatively to regulate MRTF-A subcellular localisation 
and activity. Elife 2016, 5:e15460. 
 This study explains the intricate crosstalk between actin-binding and phosphorylation 
in the regulation of MKL1 activity, and identifies both positive and negative 
regulatory modes. 
16. Szerlong H, Hinata K, Viswanathan R, Erdjument-Bromage H, Tempst P, Cairns BR: The HSA 
domain binds nuclear actin-related proteins to regulate chromatin-remodeling ATPases. 
Nat. Struct. Mol. Biol. 2008, 15:469–476. 
17. Fenn S, Breitsprecher D, Gerhold CB, Witte G, Faix J, Hopfner K-P: Structural biochemistry 
of nuclear actin-related proteins 4 and 8 reveals their interaction with actin. EMBO J 2011, 
30:2153–2166. 
18. Kapoor P, Chen M, Winkler DD, Luger K, Shen X: Evidence for monomeric actin function in 
INO80 chromatin remodeling. Nat Struct Mol Biol 2013, 20:426–432. 
19.* Cao T, Sun L, Jiang Y, Huang S, Wang J, Chen Z: Crystal structure of a nuclear actin ternary 
complex. Proc Natl Acad Sci U.S.A. 2016, 113:8985–8990. 
 Structural studies show the peculiar, twisted orientation of actin in complex with 
Arp4 and the HSA domain of chromatin remodeler Swr1. This structure frees actin 
from ATP-binding, and can explain how actin operates differently in the nucleus 
compared to cytoplasm. 
20. Tosi A, Haas C, Herzog F, Gilmozzi A, Berninghausen O, Ungewickell C, Gerhold CB, Lakomek 
K, Aebersold R, Beckmann R, et al.: Structure and Subunit Topology of the INO80 
Chromatin Remodeler and Its Nucleosome Complex. Cell 2013, 154:1207–1219. 
21. Serebryannyy LA, Cruz CM, de Lanerolle P: A Role for Nuclear Actin in HDAC 1 and 2 
Regulation. Sci Rep 2016, doi:10.1038/srep28460. 
22. Philimonenko VV, Zhao J, Iben S, Dingová H, Kysela K, Kahle M, Zentgraf H, Hofmann WA, de 
Lanerolle P, Hozak P, et al.: Nuclear actin and myosin I are required for RNA polymerase I 
transcription. Nat Cell Biol 2004, 6:1165–1172. 
23. Hofmann WA, Stojiljkovic L, Fuchsova B, Vargas GM, Mavrommatis E, Philimonenko V, 
Kysela K, Goodrich JA, Lessard JL, Hope TJ, et al.: Actin is part of pre-initiation complexes 
and is necessary for transcription by RNA polymerase II. Nat Cell Biol 2004, 6:1094–1101. 
24. Obrdlik A, Kukalev A, Louvet E, Farrants A-KO, Caputo L, Percipalle P: The histone 
acetyltransferase PCAF associates with actin and hnRNP U for RNA polymerase II 
transcription. Mol Cell Biol 2008, 28:6342–6357. 
25. Hu P, Wu S, Hernandez N: A role for beta-actin in RNA polymerase III transcription. Genes 
Dev 2004, 18:3010–3015. 
26. Qi T, Tang W, Wang L, Zhai L, Guo L, Zeng X: G-actin participates in RNA polymerase II-
dependent transcription elongation by recruiting positive transcription elongation factor 
b (P-TEFb). J Biol Chem 2011, 286:15171–15181. 
27. Spencer VA, Costes S, Inman JL, Xu R, Chen J, Hendzel MJ, Bissell MJ: Depletion of nuclear 
actin is a key mediator of quiescence in epithelial cells. J Cell Sci 2011, 124:123–132. 
28.** Le HQ, Ghatak S, Yeung C-YC, Tellkamp F, Günschmann C, Dieterich C, Yeroslaviz A, 
Habermann B, Pombo A, Niessen CM, et al.: Mechanical regulation of transcription 
controls Polycomb-mediated gene silencing during lineage commitment. Nat Cell Biol 
2016, 18:864–875. 
 This study links nuclear actin levels to stem cell lineage commitment. The study 
shows for the first time that mechanical regulation impact nuclear organization via 
regulation of nuclear actin levels. Mechanistically, mechanical regulation of emerin 
localization controls nuclear import competent actin levels, and consequently 
transcription. 
29. Almuzzaini B, Sarshad AA, Farrants A-KO, Percipalle P: Nuclear myosin 1 contributes to a 
chromatin landscape compatible with RNA polymerase II transcription activation. BMC 
Biol 2015, 13:35. 
30. Obrdlik A, Percipalle P: The F-actin severing protein cofilin-1 is required for RNA 
polymerase II transcription elongation. Nucleus 2014, 2:72–79. 
31. Yoo Y, Wu X, Guan J-L: A novel role of the actin-nucleating Arp2/3 complex in the 
regulation of RNA polymerase II-dependent transcription. J Biol Chem 2007, 282:7616–
7623. 
32. Wu X, Yoo Y, Okuhama NN, Tucker PW, Liu G, Guan J-L: Regulation of RNA-polymerase-II-
dependent transcription by N-WASP and its nuclear-binding partners. Nat Cell Biol 2006, 
8:756–763. 
33. Percipalle P: Co-transcriptional nuclear actin dynamics. Nucleus 2013, 4:43–52. 
34.* Serebryannyy LA, Parilla M, Annibale P, Cruz CM, Laster K, Gratton E, Kudryashov D, Kosak 
ST, Gottardi CJ, de Lanerolle P: Persistent nuclear actin filaments inhibit transcription by 
RNA polymerase II. J Cell Sci 2016, doi:10.1242/jcs.195867. 
 By inducing stable actin filaments in the nucleus, this study sheds light on the 
functional form of actin during transcription. Their results demonstrate a role for 
dynamic actin in transcription by RNA polymerase II, and further studies enforce the 
role of actin monomers in this context. 
35. Bohnsack MT, Stüven T, Kuhn C, Cordes VC, Görlich D: A selective block of nuclear actin 
export stabilizes the giant nuclei of Xenopus oocytes. Nat Cell Biol 2006, 8:257–263. 
36. Feric M, Brangwynne CP: A nuclear F-actin scaffold stabilizes ribonucleoprotein droplets 
against gravity in large cells. Nat Cell Biol 2013, 15:1253–1259. 
37. Mehta IS, Amira M, Harvey AJ, Bridger JM: Rapid chromosome territory relocation by 
nuclear motor activity in response to serum removal in primary human fibroblasts. 
Genome Biol 2010, 11:R5. 
38. Chuang C-H, Carpenter AE, Fuchsova B, Johnson T, de Lanerolle P, Belmont AS: Long-range 
directional movement of an interphase chromosome site. Curr Biol 2006, 16:825–831. 
39. Dundr M, Ospina JK, Sung M-H, John S, Upender M, Ried T, Hager GL, Matera AG: Actin-
dependent intranuclear repositioning of an active gene locus in vivo. J Cell Biol 2007, 
179:1095–1103. 
40.** Khanna N, Hu Y, Belmont AS: HSP70 transgene directed motion to nuclear speckles 
facilitates heat shock activation. Curr Biol 2014, 24:1138–1144. 
 By using sophisticated imaging methods, this paper demonstrates directed, actin-
dependent movement of a gene locus upon transcription activation. For the first 
time, this study demonstrates directly the link between the movement and gene 
activation. 
41. Lusic M, Marini B, Ali H, Lucic B, Luzzati R, Giacca M: Proximity to PML nuclear bodies 
regulates HIV-1 latency in CD4+ T cells. Cell Host Microbe 2013, 13:665–677. 
42.* Liu C, Mao Y: Diaphanous formin mDia2 regulates CENP-A levels at centromeres. J Cell Biol 
2016, 213:415–424. 
 This study describes a novel mechanism to maintain centromere identity by 
demonstrating that the formin mDia2 operates downstream of MgcRacGAP to 
control CENP-A loading to centromers via its chaperone HJURP. These findings 
suggest a role for nuclear actin polymerization in the context of regulation 





Figure 1. Regulation of nuclear actin pool. (a) Actin is imported into the nucleus with cofilin by 
importin-9 and (b) exported from the nucleus with profilin by exportin-6. (c) Actin polymerization 
can be controlled in the nucleus by known actin binding proteins, such as formins and Arp2/3 
complex, as well as nucleus specific proteins such as emerin, Nup98 and Lamin. Question mark 
indicates that the proteins, excluding formins, have not been linked to nuclear polymerization of 
phalloidin-stainable actin filaments. (d) Emerin can reside at both inner and outer nuclear 
membrane and control local actin polymerization inside and outside the nucleus. NPC; nuclear 
pore complex. 
 
Figure 2. Monomeric actin controls gene expression. (a) Actin is an integral part of the INO80 
chromatin remodeling complex. It is located in a flexible foot module with Arp4 and Arp8. The 
barbed end of actin is attached to Arps preventing actin from polymerizing. The pointed end is 
accessible and possibly interacting with chromatin. (b) Actin monomers can bind to MKL1 keeping 
it inactive. Polymerization or export of monomeric actin releases MKL1 allowing it to be 
phosphorylated and to activate the serum response factor (SRF). (c) Nuclear actin is required for 
efficient transcription by RNA polymerases, where it possibly acts as a monomer. Actin has been 
suggested to interact with both the RNA polymerase II (Pol II) itself, as well as with P-TEFb which 
phosphorylates RNA polymerase II releasing it from pausing. P; phosphorylation 
 
Figure 3. Functions of polymerized actin in the nucleus. (a) Nuclear actin polymerization is able to 
reposition an activated gene locus to transcription permissive area. (b) DNA damage induces 
Formin-2 and Spire-1/2 -dependent nuclear actin polymerization, which is required for efficient 
DNA damage repair. (c) Actin polymerization by the formin mDia2 might be involved in CENP-A 
loading to centromeres. In all cases, the mechanism by which the actin polymer operates, as well 
as how it is bound to chromatin, is not known. 
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